*2025?12)%&%(*%”2%\ il ) [ A HE 7 ot 43 HE A
20254E8 A VERL 71139
Bk ERES MThADAE
AR : 34 L
SY= REE
I E— L |'
F AP =IS:50n' 7 X
I | — ", |'
F AT =1:1000'77 X1
Lacosamide Tablets [AMEL| . .
s $E50mg $£100mg
L KBS | 30700AMX00185 | 30700AMX00186
TEE - EMS LT EIZ LV EHT 22 & HFER G

=2

1 AAN DB i LB BOE O BEEE D 2 5 %
2 EEOHKEREEDDH HEH[9.3.1. 16.6.3

2. (ROBEICIIHBELEWIE)
2.
2. Z ]

=

3.
3.1 #m

7 34 3 F§E 50mg[ 7 A
Nl

Z a4 3 F§E 100mg [ 7

By 75
/&)LA% R }l/J

1., 7 aH 3
100mg & BT 5o

EEg)
D%y

14Eh. 9 2% 3 F50mg F

TEHY %o

RN

FeH LT — A, (R B
ErFoxdsavit
Jya—A, e Fagxy 7/
oYl bla— A, BYg
MR A, 70 ZARE
Ky ATTY VEENT
AT L, RYE=Z LT
Va— v (E45F AL
W), Witrv o, wrnu
T—)V 4000, V7., FH
B 5 TIVI=T AL —
¥ ZIER bk, EER b
P, HIVFoNary

GEH LT — A, R E R
e rofxyrait
ra—A, e raxy s
oYtk a— A, BY
KT AW, 70 ARE
Koy AFT7Y VR~
AT A, RYE=Z VT
VI — v (5 At
). BitFrs . vrua
T—)V 4000, # N, #
=TSR, v
VAN=Ry

3.2 SHAEN DMK

il |
Wtk | A e | sbgokxsm | W
B HIE®
74 v a| GEDGED
533 K —
o T A7 543k
m
)ug Fff % 104mm 50 7 AV
E N 7% E?% : 7?"3 49mm
JE& % 31mm
B 9 130.6mg
& Mg o .
i CIEDICED
723 FEE T T A —/— S
100mg [ 7 |~ 78 1007;)1/
vl F&£ 813 1mm
; A ) 6.1mm
s
BHE g 4 1mm
B 259.6mg

*4. REEXIEIRIR
OTAPARBREOERDFME (CRMSR{ERIEZED)

OO TAPAETTHREHRPRBOSNBEVTADA

BEOBEBAREICHTIMTAPAELOGAEE

%

6. AERUVA=E

WA alE, AT I FELTL H 100mg £ 0%
HEBBL., 2ok 1AM EOMEZ & s L., M
H#E% 1 H200mg & 35425, Wind 1 H2BENIHT TR
%545, 2B, ERICEY 1 H 400mg % #8 2 2\ i
THEINT 225 #Eid 1AM LoMELHIC1 HH
& LT100mg LFE2979 2 &,

AN EFE, 4 Eo/RNBICiETarI FELTLH
2mg/kg L WIKGEBMG L. ZO% 1AM EOREE H 1)
T1HH®E LT 2mg/kg 9 2o8m L, MFHELAE
30kg KimD/NEI2IE 1 H 6mg/kg. A 30kg LLE 50kg &
WO/NBIZIE T H dmg/kg £ 945, Wity 1 H 2B
RS- % B, IERIC X D RE 30kg A /R
1213 1 B 12mg/kg. A 30kg LI_E 50kg Ao /MR 121E 1
H 8mg/kg %2 7 WEEPH CHM B3 4 A%, HE i 1 AW
UloMEsd i<l HEEE LT 2mg/kg LT 2179
Z ko 272U ARE 50kg Pl /RNE TR A &R U
HAEzHwsZ L,

7. BERUVAZICEET2EE
(hEELLE)

74 2V 7F = 2) 752 AH 30mL/min BLF OFEEE KO
KSR EEEOHLBEZIZIE. KA1 HESHE
300mg. /NEIE 1 HiREHE % 25%E & § 5 7% SHE %
5952k, T, MEENMEZITTCOL2BETIE, 1HA
AN A CL MENT R ICER AT 1 R RO a0 8IS
HEETHIE.[9.2.1, 9.2.2, 16.1.2, 16.6.1. 16.6.2
ZIH]

2 BRI O IR EER E O H 5 B (Child-Pugh 4
A KUB) 1213, BAIZ 1 HEmH®% 300me. /MR
I HimHEx 5% & § 52 LEEICKS T2 8,
[9.3.2, 16.6.3 Zl#K]

B ARKO 1 Higm HEIl3AE 30kg RiGO/NNETIE 1 H
12mg/kg. K E 30kg LI I 50kg K D/NETIE 1 H 8mg/kg
THbo AHF % 1 H8mg/kg #B2 TG L TWwWAHHKE
30kg A O/NEHS RIPE WL ERIZARE S 30kg DL k&
o AT, BEOIREL T I10Blg L. RN ORI
HOFRBEEE L) 2T EYRHEERG T2, &
B, BRI TS Z
(RE R EE)

7.4 AH) EBREFCIEVE IS L TS 2861213, ot T

AMASEEBHT L 2 &, [EERHABRICB VT, SR tsE
PEVZRE S % ARH) HARBE 5T OB HFEERIL 7 o]

8. EELEAXNEE

8.1 BIHICBI 2% GEOEM GFE LV LESPIRICX
N, CTADPARIEOMIE I TANPARRIKEDSS S b b
CENBHLDOT, TG EPIETHEAICIE A b 1H
VL E2 T TR A R T 5 7% SEEIZIT) 2 &,

8.2 FEhED T\, TR IREA. FEED - £y - KEhESRE
TEDIRT AR B Z DD B DT, ARG HOBEH 21
H B H OEIR S fali % tF ) OB EICEF S g2 v k9
FETLHI &,

8.3 PREIBOIEENH S bLNL I ENHLDT, KHlOFS-
MR TN EoREE 7Oy 7S R GEIR. IR



RO IR, BHERA O 5 5%, et @ik, Bin
) OFHIAET 5 2 Lo AFOHRGHIZETO L) ZIER
Bd S bNIHEIE BiOB R 22T 5 &) BERVZ
DRPFEEIHEES 5 2 Lo WMEERERLEED.LRE (0F
B OAESE) OBAEDHLEH. 7 M) 74 F v )b
RH (TN TIEGERE) 05 EFE, PR MROEE % &
T BLNODH HEAZ AL T o BEETIE, AFRS
BRI A Re B OV AHI G- i L D ERIMAE 21T ) 72 & BFH DIRRE
KOTREOZALZ EBRCBIE T A5 2 £ [9.1.1, 10.2,
11.1.1 ZH]

A AL, P, BORMESEORSMERD S 5 b, AR
PUZED Z & b & 5O T, RFNIG-HIdEE DIRFE R UYERE
DAL ERER ST 52 L, (8.5, 15.1 2]

5 HBE KO OFWEE RN, AR ORAAERIER
DI REEIZ DWW TS ZAT O BRI & B 2k 2 D
HHEOIRET L, (8.4, 15.1 &IH]

6 B, BRSO EDE L 2 WTREEA D 2 DT, 55
2y IREFIZOWTHBZ 217 ) FERE L. RERO 5Nz

B EY R E R 1T ) 2 &o [15.2.1 ZH]

. BEOEEREEITAIREICETIEE
A ABHE - BEERZEDH 5 EE
A MEEERERPEEDORER (OVHEELLOFREE) O
BENDHZIBEE. FRUILFvRIVEE (FIVH S ERE
%) OhHdEE
AH) D PR MRIERMERHICE DV ERE 70y 7 %0858 T 5
BENDH B, [8.3, 10.2, 11.1.1 &)
9.2 BiEEEERE
9.2.1 EEBHEEEDH 8L
[7.1. 16.6.1 =]
9.2.2 M&EBINE ST TV ARPBMEEEESRE
[7.1. 16.6.2 Z:Hd]
9.3 Friem=ERE
9.3.1 EEDIHERENH 2EE
BE5LanwZ b, KHOMPEEDN FFTLBFNDD 5,
[2.2. 16.6.3 Z:Hd]
3.2 BEIIhEEOF#EEEDH 5 8% (Child-Pugh
248 A RU'B)
[7.2. 16.6.3 2]
.5 1EiF
I ST IR L CWATREE O & 5 el id B oA
D fEtE% LRl % & HE SN LA ICOREST5H 2 &,
F v MIBWTHREBITEDI RO N TWw b,
.6 23R
EHE LA A REOF T ZERE L. ZFL Ok
APk FMETT 5 2 &
v MFITRARITT 2 2 s SN TWw 5,
9.7 NRZ
9.7.1 fIAMRER ., HrAlE . LR IUT 4 R oL RIS $
B R BRIZ NG L T W\,
9.7.2 /NEEEOEHFINER T B HAIREICE T 2 BR R
BRIZEIA - W7 & S IAiThb N Tn v,

© ©

gk
L

9.8 mEnE
— MR IR FERE AT LT 5, [16.6.4 2]
10. HHE/EA

10.2 BEAEE (BHRIKEERT S L)

IeH 445 FRARAEIR - f5lH3E Wy - [T
PR MEOIEE 4 |[FE=E 70 v 7 %23 gEHIC X ) PR MIE
CTBENDOD LB T DB NDNERAERIHINK
FEH) H5bo ICHERRT A B EN
[8.3. 9.1.1 Wb
11.1.1 =8’]
11. ElfEH

KOBWEHRDRH 5D Z N DHDT, HEEr 01247
WV EBEDED SN IS Rl A e S 2 A
BEIT) L,

1.1 EXLEIMEA

A1 BE7Oy Y. #Ik. £ (W3hd 19%Fkm)
PREBOIEE 2K I TBENLEH S, [8.3, 9.1.1. 10.2
Z: R ]

11.1.2 hEMRBIBIEFMEAE (Toxic Epidermal Necrolysis:
TEN). REHERERE (Stevens-Johnson fFEREE) (\»
T BHEAH)

SE KIBE, KIE - OB AL O, B, IRFEI. I
KEED TR HRD SN2 11335 2 dhl U, @) 2 WL
o i SN

11.1.3 EFMEBEEREE (FHEARH)

WMIREIR & LT3R5, BN A S, WISk E, 1V~
JNERIENE, FIMERYENN, GFERERIE L, SED) LOoSERINIS &
PO BIEVEDEE 2 BBIERSEH 5PN DB D,
B, B FANLRATAIVA 6 (HHV-6) ZED 7 £V A DR
PALZRED 2 &AL L G dibB b 3895, . ITkaER:
FEEDFEIRDFIRD 5 VITBEALT S 2 L0355 D TIESE
THZED,

11.1.4 EFERIREE (JHE )

1.2 ZOMOEIER

3%LLE | 1~3%Ad | 1%Ad0 | A
FEIMEO TR E D O, KRR
W PR, EIY| R BB | E . £
(17.8% ) . |5 Wbk, EE| S
URR. fEHR SRR, 5 %
. R
£, BET
B, SEELIR
e, EED
TR fEs, S-f
2 AR
JE . R
s B
MEHR. TR
B B
IFru—
X AHETA
A
53 Bt B
. H o Bk %%
JIfIRY 3 W
L, MErE | T WALA B,
HAbE 1N BZ 8
Sl fEfD
TEBR LEED OBk ED
Ji-Fik R
a0 JEOel IS
KA
B EOR A E
FZiE I )
FEIE
RLTA HEW W EE
EE R TR
o s m] i P o | B
K TLAT F 0
P57 A AT B ), PG, (THTE
Sl |25, S
Z D FERANE €N
MESIHE. B
T I
13. BEHRE
13.1 fEIR

WERS (K 12000mg) 12 & 0 R0 b FaRERIE, 7%
itk T, O, B8 (SRMERERAIRE, TADAE
FEIREE) . (MEEEE, Y av s RUEETH 72, F77.
Z 2% 3 F7000mg % —FEICHRT L 728 CHEE S HE S
TWwh,
13.2 &

ARANIMFEENIC L D RETRETH Y L TV LERD
RIS U CMEEN OEHEZET 52 E,[16.6.2 &
iy



14. BALEOEE

14.1 EFZMHEFOTE
PTP @2 D#H#IZ PTP > — 2L Y ML TIRET 5 &
5%§¢é:tomwv~b@¥%u;b\@wﬁﬁ%ﬁ
FUEREREAHIA L, I3 L2 R S U CHE S o EE
AEPHER BT A 2 kvb%%o

15. ZDOMDEE
15.1 BERRfERICE D 158

WV TEBEN T HEBORTADPAEICIBITS, TADA
FEBE LR L L7z 199 O 7 T 4 Akt BR R ﬁ@@ﬁ
FHERICBVWT, HRESE K EBREKOEHD ) X7 M5,
MCTADPARDIRBAEET T 7 LR E I L T8 2 /55
(HLCTADPAEIRAEEE 1 0.43%. 77 1 KEE 1 0.24%). HLT
ADAEORBETIE, 77 2R RBEL L1000 AH720
1LINSWEFE SN (B5BEMHEXH 0.6-3.9), F72.
TADPABZEDY 77 )V—7Tld, 77 RE L <1000
ANH720 2.4 NS W EFHEHEENTWDS, [8.4, 8.5 &lii]
15.2 FEEGIREAERICE D < 153k
15.2.1 JEFRIEYBIEESABRIC BT, JaF I iy b
KeufRIZF G- H% 3B HB T THAM LA, T D 26 EH K

OF 104 38 B G- RUER TIRICEE ITFD S 119, 1 2

@ 52 R AP S-SRI B W TR EAEDOZELIZRD 5
Nihhotze B BHEDOIRIC Eév‘é;ﬂf’ﬁ)ﬂ@"fﬁ+i7
TR RBEL Y &< 16 AR S-o H iR 3EE S 1T AR 7
S REETIZ1.6%I2% L, $ﬂmmgaﬁf4%
400mg/ HBET 12.2%, EM#H5 T 5.5%TH Y . HILE
I AHEER (BEAHGE) 77 B RBETIE 4.4%I12%F L, AFH)
200mg/ H#: T 8.9%. 400mg/H#T 18.0%. 600mg/H T
30.5%Tdh o7, [8.6 Z:HH]

15.2.2 RMFEEE TNV THAH WAG/Rj v b (3, 10 k¥
30mg/kg # MR E) KA N T A7 — VEIEME R T
ADA T b (15.6 208 31.2mg/kg & IEIENTS) 12BW
T RAFSEOBIEDZD 57,

16. EHBE
16.1 IMmeiEE

16.1.1 A
(1) BExE
TR AT 1% 18 B 7 24 3 100, 200, 400mg % 221k

ICHREO G- L2 & &, %5 0.5~4 I T Cmax 123#
l/\Tl/Z 1359 14 B CdH - 720 AUC K0 Cmax (355512
Bl L 722,

HL Al 5 R OB RE/ ST X — &

Erass 100mg 200mg 400mg
[ 12 11 12
AUCp-
(g he/mL) | 570 (2041 | 116.4 [18.2] | 219.1 [16.1]
AUCo-¢
(g he/mL) | 90 (1870 | 112.1 07.1] | 2125 [15.0]
Cmax (gg/mL)| 2.96 [15.2] | 5.84 [25.0] | 11.8 [15.4]
1.00 1.00 1.00
Tmax (hr) 0.50-4.000 | (0.25-1.50) | (0.50-4.00)
Ti2 (hr) 14.0 [20.2] | 14.6 [13.0] | 13.7 [15.3]
CL/F (L/hr) 1.75 [20.4] 1.72 [18.2] 1.83 [16.1]
Vd/F (L) 35.5 [13.4] | 36.3 [13.0] | 36.2 [12.8]

ATEIgME [CV (%) ],

(2) REHSE
TR B 5 BIIC 5 a4 3 F 200mg/|% 1 H 2117 H
FABREHS L2 & & M T a3 3 NEE RS- BGH
53 HF ”'"#Tfik WCFE#E L 720 AUCo-1200 D BRFEARFIZ
24 THo72Y (%l}ﬁ“—ém
16.1.2 /)R
FERIABE T _EGEMR I RBRICBVWT6 » HEDRS
7% FETONBTANARE 4146 (HARAN 46§l % &)
@% 5 7z ¢73ﬁxfﬁﬁ%mwfﬁ%.%%ﬁ
REFRNT 24T\ /ANBIZ BT 55 a4 3 FOSERYEIRE/ ST X —
57 EHEE L 720 Z'Sﬁ:rffm BIFA7 a4 FofkgaEid 2~
12mg/kg/H % 1 H 2 [Al1$:5- (A3 50kg L EO/NETORE
F&1E 600mg/HE?) THholzo RStk (VA/F)

Tmax (HF YL (FiFH)

13 0.71L/kg. B3 oeg21) 75 2 (CL/F) 365 K&
CE 2K L, A E 15kg @ 4 5% V2 T 0.88L/hr
(0.058L/hr/kg ) . 1k & 25kg @ 8 f% W& T 1.18L/hr
(0.047L/hr/kg ) « 1K % 40kg @ 12 % W T 1.60L/hr
(0.040L/hr/kg ) . & & 50kg @ 16 #% Y& T 1.83L/hr

(0.037L/hr/kg) EHEE SN2V, [7.1 BIR]

1) AN 4D EO/NRIZH L CHEEA LT b,

W 2) AFOAE SNz 1 BigmHE L B ORE 50kg LR
/NIR 2L 400mg . R T 30kg LLE 50kg A il o0 /N W2
8mg/kg. A 30kg K/ NEIZIZ 12mg/kg TH 5o

16.1.3 &R FIEHER

a9 3 N 100mg [7 A V] & ¥ A8y R 100mg % .
JUAF—N—EICE ) FNENLE (a4 FELT
100mg) fEHER A I A IR 9% S L s R 21k
REEEAHZEL, HoNEYBHENT X -4 (AUC,

Cmax) (22T 90% 1= #HIX M2 TRERHIAT & 17 - 724
#. log (0.80) ~log (1.25) DHFANTH H . WHIDEY

I SF A AERE S 725

HYENEE/ ST X — 5 (WA RS

HENT A—F BEINT A—F
AUCo-72 Cmax Tmax Tz
(ug-hr/mL)| (ug/mL) (hr) (hr)
J a3 N
100mg [7 A V] 49.20+6.41 |4.44+1.11]0.55+0.41|11.84+1.28
B8 b 48.31+6.75 (4.42+1.57|0.47+0.18|12.04+1.31
100mg
(Mean*S.D.. n = 19)
(ng/mL)
6 -
—e— T 5 3 REE100mgl 7 X)) )
f ---0--- EAN Y B EELOOmE
Mean=+S.D., n=19
4
th
ES
E
it
i
b3
B
0 24 48 72 (R¢f)
2 512 IEH

Mg R AR (Y R SEE)
e R EEAE N2 AUC, Cmax 50785 A — & 1%, Wibas
OFIR, R OTRIMEL - BEEEE OGRS L > TR 2
WREED D B o

16.2 TRIR

16.2.1 BEDOHE
TRERERE N 24 B2 5 a4 3 F 300mg % 2l i &tk

WCHEREO%RG Lz &, BFHIET 393 Ko AUCH KO

Cmax B RITE o729 BHEAT— %),

16.2.2 N ATANL4FEUF 1
fREHERS A 24 B2 T 24 3 F 200mg % 30 K U8 60 4[] CH
] SRR IR NP GO E R O G- Lz e &, 9 a3 Fo
AUCo- .U Cmax ZRIEETH ) . 7 3 3 FEEOHiRN

AFTRAFTEY T 4131FT 100%TH - 727,
16.3 9
PRGN 24 BUZ Z 24 3 F 200mg % 30 47 C 5L 8] A

BRI G- L7z 8 &, At (Vd) & 31.1LCThh., 73

3 R 200mg & BRI S L7z & &, AT o5 Aistk

(VAd/F) 13 32.8L T o720

1}7 vitro (3% 3 K 1.5~60 ug/mL) KO ex vivo (T 2
F07 5.5ug/mL) REEOMER, 7 39 I FollEEH

n"n EERIL 15% Kb TH - 7278,

16.4 38

T a3 NIEEPE R OMRENC X DR S WA L7z in

vitro EROFE R, IRILEA ARG 2 ERH TH 5 O-Ji

AFOARERIZFEIZH S 35 CYP 45 FHEix. CYP3A4,

CYP2C9 K UF CYP2C19 T&H » 72910,



16.5 Hitt

16.5.1 EHEB A B L 5 6 [UC] -F 2% 3 F 100mg
(40 u Ci) % HLIAIFR 4% 5 B O 1 B R < BE [ i i R P 4 5
L7z b &, #5168 B £ T2, JRANIHG-5 0 94% % OF
97%75HEE S AL, R AOFEINL 0.5% i T - 720 JRH
ANEFT IV IR (9 30~40%) . O-Fii A F vtk (% 30%) .
FREW 7 (F9 20%) KOs 28 (0.5~2%) & L
THEM S 729D (EAT— %),

16.5.2 MK ABEIZ T 24 3 F 100~400mg % H. [ $
HL7zb &, %5 72005 CoRBEEERIE, a3
R 29~33%., O-Jii A F AR 10~15%TH - 72 IMAEH O-fif
A FIAED AUCo (ZI4Ed S 24 3 Fo# 10%TH -
7’:2>o

16.5.3 fEEM AL T T4 3 F 200mg % 30 43[4 T Hila] S
RIS L7-e &, &2V 75 A (CL) 131.78L/hr T
HY., T34 3 F200mg # HEFROHES Lz &, By
DLH 275 A (CL/F) 131.84L/hr TH o727,

16.6 HENEEEE T 8L

16.6.1 BikpeEERE
EARRE DARE O B B ABEERF 129 29 3 F 100mg % H
MRS Lzk &, AUCo I3 BEHREIEW# (CLler :
>80mL/min) & WL T, BEMKTE (CLr : 50~
<80mL/min) Tl 27%. HHEEM T & (CLer : 30~
<50mL/min) T 22%. K TF# (CLcr : <30mL/min)
59%75 <« Cmax (ZIREED & T O BRI T % T 10~14%
o 7. BRI, O EE OB T E BT S O-il 2 7
WAKD AUCo- X BHEREIEH & D 1.5~4.6 (5 TH - 7212 (4f
EAT—%), [7.1. 9.2.1 ]

H A4z 5 R O S BN RE/ ST X — &

B RE 1 BT | SRR | BT
i 8 3 8 8
CLer (mL/min) >80 | 50~<80 | 30~<50 | <30
AUCo+ 7.0 59.6 57.6 748
(ug - hr/mL) [20.8] [17.5] [19.0] [26.9]
2.69 2.9 3.06 3.02
Cmax (ug/mL) | o551 | (2071 | [10.0 | [23.3]
1.0 05 05 1.0
Tmax (hr) (0.5-2.0) | (0.5-1.0) | (0.5-1.0) | (0.5-1.5)
13.2 18.2 15.4 183
Tz (hr) [7.6] | [18.7] | [18.9] | [27.8]
213 1.68 174 1.34
CL/F (L/hr) [20.8] [17.5] [19.0] [26.9]
0.590 0354 | 02 | 0.143
CLz (L/hr) [37.91 | [51.3] | [24.4] | [31.8]

SATPIGAE [CV (%) 1. AUCo- 13 0~96 BRIl . Tmax (3 Jfii (#EHH)
CLr 27U T7 T A
a) 701

16.6.2 MREAN%Z (T TV B REABEHEEREESRE
MLEENT % 5207 T L R ITE R e S O A B S 12, IRE
M K ONEATERAA 2.5 BERIRTIC 7 24 2 K 100mg % H Al
135 L7z & & JEENTERIC R 4 B o ST i Tld 5
T3 KO AUCo- 1 46%84 L. EATIC & B BrFsh#ix o
I3 F57%. O- AT VIES3%TH Y, B2 I T T
213 F 24 3 F 140mL/min (8.40L/hr). O-fi * F V1K
149mL/min (8.94L/hr) T&H - 72128 (MEAF— %), [7.1.
9.2.2, 13.2 =]

Hl 5RO Y BRE/ ST X — ¥

M EHT BT 4 TRE R B AT I
Bl% 8 8
JatI N

AUCo~ (ug - hr/mL) 43.2 [20.2] 23.2 [15.1]
Cmax (ug/mL) 3.18 [22.4] 2.79 [22.1]
Tmax (hr) 0.50 (0.5-4.0) 0.75 (0.5-2.0)
Tz (hr) 19.6 [19.4] 19.2 [26.8]
O-Ii * F 1k

AUCo+ (ug - hr/mL) 6.63 [74.3] 3.43 [68.5]
Cmax (ug/mL) 0.48 [69.5] 0.22 [69.1]

AN [CV (%) ], AUCo-c 1& 0~24 FER ., Tmax (Epoefii (§
i)

16.6.3 ATiRpEEEEE

JTHEREATH EE 1AL L7z (Child-Pugh 473 B) 125
a4 3 F100mg/lml% 1 H 21815 H M EROKRS L&
=, fEFERAICHERTT a4 3 FOEEIRED AUCe120r K
O Cmax 1T ZFNEN61% L 50%E o720 F/2. AET
FLEAL L 722 HWIRAEED AUCo120r & UF Cmax & Z1LZF 1
47% KO8 37% 570 - 720 TEEERFHERERE E % (Child-Pugh
SHE C) CTOEYBREIIMET L T ntd BEIAT—%),
(2.2, 7.2, 9.3.1. 9.3.2 =H]

SETIREED S BYRE/ ST A — &

iR S EH Child-Pugh %48 B
Bi%L 8 8
AUCo-126r (ug - hr/mL) 53.3 [17.3] 85.9 [21.7]
Cmax (ug/mL) 5.83 [13.3] 8.75 [18.7]
Tmax (hr) 1.5 (0.5-2.0) 1.5 (0.5-2.0)
Tiz (hr) 14.8 [19.7] 24.1 [23.5]
AT [CV (%), Tmax (EhJefi (§EpH)

16.6.4 SEAE

65 UL Lo BRI 11 B S E R 12 B2 a2 K
100mg/l% 1 A 2 [ 5 H B AER S Lz & &, 45 2L
TOBNBE 1260 & i L <, m#EE L OTIc BT
F a3 FOEFERED AUChan 1721 33% % O
50% < « Cmax (&2 12 29% % OF 53%E o 720 E 72,
TR CTHRIEAL L 72 AUCo12ne 1S H IS L HEIZ BT
FIEI 26% K U8 23% 70 o 721916 (ALE| N7 — %), [9.8
2]
16.6.5 CYP2C19 &Iz F % &
H AR N T O [ AR e N B 4% 18 5% . CYP2C19 szt
BNZHED BRI X 0 . AECEREE (UM) 141,
mEfCHEEE (EM) 17 60, fPREIHREE (IM) 1061, RO
EACHAES (PM) 8 BII240), SOEMIZT a4 32 F 100~
400mg & AR H% G- L7z & &9 a9 3 P58 L0k
TR L7 AUC)»lZ. EM 12T PM T 24%. IM
T 10%E 2o 722,
16.7 EMHEEIER
16.7.1 EMEE(ERHER
F a3 Fid, B M T CYPIA2, 2B6. 2C9.
2C19 U BA4 VTR L CTHREMER 2R & 37, CYPLAL, 1A2,
2A6. 2B6. 2C8, 2C9. 2D6, 2E1, 3A4 JUF3A5 2% LT
FHEMEH 2 7R & 2o 7275, CYP2C19 (2% 5 5 BHEEH A
RIS N7z,
F a9 3 Nk, P-BEEAEOMIN 2 IRE TldZk { . P-4
BHECH U CHEIEH 2R & o 7217 (in vitro) »
16.7.2 EREREYHEERAHER
(1) AL~ EE>
RN 19 6I1C, 9 2% 3 F (200mg/El. 1 H 2 &)
DEFIREIZB W T, M CYP3A FEE LR P RED
CYP2CO FHEHETH B I NMNANTEE Y (200mg/ll, 1 H 2
m) PRS- L2 &, AN~ PE L idTay
I ROEFIRKED AUCo-120r KU Cmax 1258 % RIT S %
o lze R AR I8 FIC, I N E Y (200mg/
[, 1H2M0) OFEFRECIBNT, 343 F (200mg/
Fl. 1H20) #HHREROHES L&, 9333 Fig



- HZ
-

ANNTEE Y DOEFIRED AUCH-120r N 0¥ Cmax |
ERIZTE o728 FHEANT—4)0

2) FAXTZI—=
fREEER AN B 34 B2, 5 a9 3 F (300mg) O H AR
GizBW T, §9» CYP2CI9 HESKTH L+ A T TV — )1
(40mg/[l, 1 H 1) #P:AKEROIRG- Lz &, A 27
T =L T 3% 3 FoO AUCo KU Cmax (2328 % KT
Ehmolze CYP2CIORE THALF AT TV =) (40mg)
DOHEFEHRS 2B VT, 9343 F (300mg/lHl, 1H 2
b)) 2B SRS Lz &, a3 Rt x7ro Yy
— V@ AUCo+ 2 UF Cmax (ZHE % RIT S e h o 7219 (SLE
}\7—“._.&)0

(3) I4YIL
fEHER AT 33 B, CYPSARECTHLIFT T A
(7.5mg) OHEFOHKGIZBWT, 343 F (200mg/
|, 1H2M0) 2EHERORS- Lz &, a3 3 Fid
IV L0 Cmax % 30%H 1 & 47245 AUCo- 123528
FAFE A p o 7220 (BHEANT — %)

4) Fnz7y>
TEEER A 16 B2, S V7 7 1) A CYP2C9 B CH
2N 7 7YY (25mg) OEREFROFEGIZBNT, I3
I F (200mg/Ml, 1 H 2H) %GEHAKIERIOHRS Lz &,
FaY I FIEZSKETR-TIVT 71 »® AUCo+¢ 2 OF Cmax
WCEBERIZSE, o bnr EVERES TR Fba ey
O FEIBE R (INR) O Kl K Y AUCo-168nr 125528
FAFE Ao 7220 (BHEAT— %)

16.7.3 BEFAERMEIERFT
HARAROHE DR O/NEDTA»ABE,SES
nzIAEh S a9 3 FigETF— 7 2T, FHEFSRY B
T 24T o720 ZOREFR, CYPFEEMEZAET LM TAD
AETHDLHINNIEE Y 722 b v F7 = /N E
F— VORI E Y, T3V I FOEFIKRED AUC 1&. B
AT OVNBT, K& 25% 5 O 17%i84 L 72922,

16.8 Z D1t
T a3 FEES0mg [ 7 A V] 122oWC, [EEPRLRL/%0
[ EH] O AW F 1 R S BG4 B9 4~ (S 243 A
190 FEAREFELO39EL5)] 1I2ESE, T35 3 N
100mg [ 7 AV ] wfEiesliH L L7 & &, BRI EE L
HIMF S I, ARSI EEE & A E N,

17. BRIRRIE

171 EHRUOREMICET 2558

EAFAE (CRMELBEREEZSD))

17.1.1 EEERFE MAEZRER (BEEE. RA)

FHUC USRI T AP A &SI S 723 56 (SR 2k
L3tE % &) R EO S REMAIEEHT 5
6B EOBEEEZNRE LT, T3 3 FiE 200~600mg/
HEDX 3 vAax ¥ E rfEfsE (CBZ-CR) 400 ~
1200mg/ H 2 % BANZCTRIOES Lz & &, EEFMEA
TdH 4 Kaplan-Meiler 12 & O HE%E L 72 & SHH =12 B
356 » ARSBIENERITEROEBY TH Y, HEED
OSWAEREIX T O T IR I F O R E S N7 IEL MR FE (-
12%) % Ell»7-2 &, CBZ-CR#D 6 # A MZIEE IR
W9 B HEMED BUEEX MO FHED L (%) 13, 7
ORELIELMERAE (-20%) % LR o722 8056,
CBZ-CR 12K $ 5 T a4 3 FEEOIEHMATEL S 7220,

FEVEDS | FEMEIH

BT | o | gy L7 | EIECD [y
EE il FHE | [95%(E fﬁgg (%)
&) | X2
TAFI| | 32 89.8
FASY N &ETE (73.6) |[86.892.8] -1.3 6.0
CBZ-CR| 440, | 308 o1 |[-5.52.81 ) 7
e (69.7) |[88.294.0]
TAFI] e | 307 91.5
—_— 7 (75.2) |[88.694.3]1] _1.3 57
CBZ-CR| 44, 285 92.8 [-5.32.71 |
E (71.8) |[90.095.5]

_5_

a) Kaplan-Meier 512 & A58 GBZE 3 » ABOFEIERE (2 HLL
T, 3MPE) % & LT Mantel-Haenszel #:12 & 0 ii%)

b) 734 3 FHEEEOHEEE-CBZ-CR BEDTH kR

c) LB 70 95%EHEIX [ o F A /CBZ-CR B D75 45 x
100

d) Full Analysis Set

e) Per Protocol Set

f) HARNES 7 6% &

) HARJES 13 1% &

B, FREATRERICE S5 29 3 FEEEET 400mg/ HiB~
DOWEPVEL > 2 BETNEATTB & LT 723
EDFAS 2B B FENHEL L2 BE S (#EE (%) &
3083 /444 B (69.4%) TH Y . Kaplan-Meier #:12 & 1) 4
TE L7258 RT3 [95%EHEIX ] 13 84.1% [80.5, 87.6]
THo72,

BV S BIMEEE L, T a9 3 FEeBET 37.2% (165/444 1)
THolzo BREWERIZ, FEIED T\ 7.9% (35/444 1) .
JEH 5.6% (25/444 B1) . fEHRE 4.5% (20/444 f5]) T&H -7z
H1) AR OKE SN 1 HigsHEE 400mg TH 5.

E2) HMNT B SRR CIAZ S TV,

£ 3) 200~400mg/ Hi% 5 THAEAELE L BE .

17.1.2 ERFE TEHR (BEEEE KA)
1FOBFOITADPAEEES LT 5 16 L Eofks
e HTHTAPARE ZMNSRE LT, 393 FiE200
~600mg/ HEVREHR G2 & B HARED VK2 2L &
6 7 H RMIZEVEN g OEE1E 46.2% (6/13 B) T - 722,
BIVEHIBEBHIE 12, 84.2% (16/19 1) TH o720 ERENE
HE, FEEo F v 42.1% (8/19 ). IR 31.6% (6/19
B) . EEEPED F v, L% 10.5% (2/1961) THo 72,
TEA4) AR OKF S 1 HisE R 400mg TH S

17.1.3 EREFEENAERER (AL, ’RA)

BEAF DOPLT A D AT % BRI R E A S e Wil
GEEERET S 16U EOARARLOHEADTAD»A SR
H 547 B (HANES 142 F &) 2 REL T, 539
3 F$E200. 400mg/H XiE 79 A% 16 BEERECOHxS (B
HFOMTANAFI~3F D) Lz &, HEFHE
HTd 2 BIEIMICR$ 2 R 0 28 H» 72 0 o455
ERIBZALRITEDO LB THY, 7S RMEE T a9 3
F§E 200mg/ H I O 400mg/ H #E & O TS E B 72
FENED SNz B EEICBITA 0% L AR Y — 1L —
N (28 Had 72 ) OB FEAEMEAEIZEI & T 50%L2.
g L2 BB OEE) X, 7T 2 REE19.7% (36/183 1) .
F 2% 3 F§E 200me/ HEE 38.5% (70/182 1) K UST I+ 3
F4E 400mg/ H ¥ 49.2% (88/179 ) T& - 7220,

28HH72H) D 77 RTETKS
B | SRS pio | T auMAHD
EALRY [959% X M)
7T R 183 -1.22
. 29.4
200mg/ H 182 -3.33 <0.001 [18.738.7]
" 39.6
400mg/ H # 179 -4.50 <0.001 [30.547.6]

a) Full Analysis Set

b) HLfiE

o) X L 7R R 0 28 H & 72 ) OSSR RN A& SUSZE L
G R O EE RS- M LBl o 28 Hd 720 ouss
VER B E 27 & § 5 o imir

d) EHEGHT &0 HEE S N R/ NI S L 2 R
FE A= (%)



BIVER BB IZ. 9 a9 3 FEERET 47.7% (173/363 51)
TH o720 EREIWEMIZ., FETED F v 22.9% (83/363 1)
TEHR 8.8% (32/363 B1) . #ifi 4.4% (16/363 1) TH -7z
17.1.4 EEERRABRERSHR (RA)

EIRSIL R 5 A GBS (BEFEE:) 22T L2 HARKR O HEO
BEATIH (HANBEE 1230 % &) 2% LT, 92
3 F$E 100~400mg/H % 1 H 2 B2 TRO% 5 L7z
L& (P, RE 767 S . TR o R
5O 28 H&H 720 O FAER A= O IfE L 55.23%-.
50%L AR > ¥ — L — ML 56.3% (265/471 ) Td - 7227,
BIVE S B 1Z, 5 a9 3 FEERET 42.9% (203/473 #91)
TH o720 EREIWERIE. FEITED F v 17.8% (84/473 B1)
IR 5.7% (27/473 B1). BAJE 3.8% (18/473 ) TH - 72,
17.1.5 B S mHERER (M)

BEAE DPUT A D AT 22 SRR RS S I Wil
SEEEART D AL E 17T AR O/NETA D ABE 343
BlAENGE LT, 3% 3 F (FE 30kg A OB E 1L 8~
12mg/kg/H . KE 30~50kg H:iii O B H 1L 6~8mg/kg/ H .
i 50kg LLE @B F1E 300~400mg/ H) XiE 75 A% 16
BRI S (EOITADPAI 1I~3# L D) L7
L&, EEFMIEE CH L B 3 A HERRE I o 28
H& 720 QS SIERBE LRI TEDEBY THY, 75
bAREEE S Y I FHEOM THRETFEWNICEE R EDRD
572,

2H0H72) D 7T L KRB
Bk ESSEERIE O | p il T % A Ed
ZAbED [95% 15 HH X [ ]
7T & KEE 170 -1.55
Sa¥ IR 31.72
T 170 3.5 0.0003 [16.34244.277]

a) Full Analysis Set

7T RO 2 0E, HEEIEOSERET — 7 K GEEREED

IHHOD 10%8) D3 o 72720, BITICED Loz

b) HryLfiE

¢ In (X+1) (X 1ZETZIERED) THEZESe L 725050 561 %

VL SR, DA LR R 2 T & L R L 2 s

B 28 Had 72 1) o5 Sk = & L 7= 36538t

d) 77 RBISHET 2 (%) =100x {l-exp (RN FHD

Fa% I FHEE 7T RHEOE)}
BIVEFISSBIMEE X, 9 a9 3 FEET 33.9% (58/171 #l) T
Holze TREWERIZ., IR 14.0% (24/171 1) FEED
F128.8% (15/17141) TH o 72,

17.1.6 EEERZE I HRB#HEREHRR (IR)
AR 17 MOBEFELFE S NT2/NETAD A B 136 4
(AARAN46 61, SREANO B ZRHRELT, a4 3IF
12mg/kg/H (fE# 50kg L L8 1E 600mg/HED) T
Z 1 H 2 BN CROSG Lz & Bgdfi» 5 04k
SIS BT % 5B S8R MBI AL o R L5 12-52.73% (H
RANT-27.63%. #HEINT-60.56%) Td - 722,
BIVEHIBSBAEEE 12, 56.2% (77/137 Bl) Td o720 FAEME
FIEL FEED s 20.4% (28/137 B) L EIR 19.7% (27/137
). ik 8.0% (11/137 1) Tdh -7
5 AKIOAKF S 72 1 Higmiid, B OMEE 50kg ML B0

JNIEAC1E 400mg . A 30kg Bh L 50kg i o /8 I it
8mg/kg. A 30kg A O/NEIZIE 12mg/kg TH 5o

GRE R EE)

*17.1.7 EREFESE TAERER RARTNE)

BEAF DHUT A D AT 2 SRR RS S e Wik

ERRIEER AT AU EOTA»ARE 242 6] (HAEN

BEIFEED) Z%E LT, 9343 F (KHE 30kg &

Wo/NE B E L 8~12mg/kg/ H . 1K 30~50kg Al d /NG

BHIE 6~8mg/kg/H. A& 50kg L L o/NET O N B

13 300~400mg/H) Xix 77 K% HmET 24 B HS-

(BEFEOMCTANPAIEI~3K EDPEH) Lzb &, EEFN

THHTH A 24 B OEHEAR I2B1T 5 2 [0 H oigE 5

VEDZHT 2 F TORMIZTEOEBYTHY, I KL

F a4 3 FEEE O THREMEMICEE 2 E0500 H 7230,

ARy MEBE SN O
gEtE | e |cont ) v| ST EE | p o
(9592 JEIX 4] on
. 77.0
TIERE 12D g 0198 0] 0.540
< 0.001
AL NN - [0.377,0.774] :
" 118 [144.0-]

a) Full Analysis Set

T a3 FEDO 1BNL 125 D A N> N H5EH L 725 12 1AL
M EN72720, 2 B 24 B O HRIIN O BIEERDPE S N b o
T2tz BT EO R o7

b) Kaplan-Meier #:12 & % 24 BRI ORI BT % 2 B H O RE
BICEVED R TLE COMB oMM (i)

[ -1 9343 FHECIE 24 BRI OEEIRNC 2 B H o 5RE R 5 1E
AT 50% UL EDFEBNZZRD S N hr o 7272 0HEEATE

c) FEHIMICBIT 5 28 HdH 720 ORERAFIEORED 2 BT @
AL 2BIBF OB 2 [ O/NEBIIZ BN % g & L7z Cox Hfl/
P— FEFVIZED L, Wald iz L W EH S he

BITEHZEBUREE X, 7 39 3 FRET46.3% (56/121 #) T
Horze EREIWEIE. FEITED T\ 17.4% (217121 B1).
IR 13.2% (16/121 B), el 7.4% (9/121 Bl) Td -7z

*17.1.8 ERARRBMERSHR RARVNME)

IS R 45 AR ERER (AL OVINE) 252 T L7 L oty
RBcoBEEMEED S B IRIE A TSR O 2O A
w7 S o2 BE 239 B (AARANEE T Hl=&d) %
WL LT, a3 F (KE 50kg Kilo/NBEH X 4~
12mg/kg/H . K5 50kg Ll /N B 200~600meg/ H
BB E 200~800mg/ HES) % 1 H 2 [ 4  TRELI
H L7z & (PRHE. & 1416 H¥%Y) . Biralrofss:
I 2 & OGBHEMIC BT 5 28 Had 72 ) o5 A5 1E
B O i 13-88.52% T d - 723V,

BIVEHIZEBHIE (X, 34.7% (83/239 B) TH o720 E4RENE
FE FEED F4 10.9% (26/239 1) | R 5.9% (14/239
B) . BlEEYED F RO 3.8% (9/239 1) THh -7z,
TE6) AFIOKF S 1 HigsEHEE, B AR O 50kg LA Lo
ANIEAC 1T 400mg . 1A T 30kg B L 50kg i o /N VRIS 1%
8mg/kg. A 30kg A D/NEIZIE 12mg/kg TH %o
17.3 Z D1t
17.3.1 DERIIX§ 3852
TR N 214 B2 5 29 3 F 400mg/H. 800mg/HED i
77X R% 1 H2MBENZHFT6 HERERORS, LidEF
Y7udxHyr400me/H% 1 H 1Al 3 HERERHRS L
7ok &, 7aYv I FIZQTcHMBEILEE L o7 T O
I NEEO PR M OFIZE LR34 6 HH %L 1 Bk
WiRkRERY, 79 REEED#EIZ, 400mg/H T 7.3ms.
800mg/H™E?C 11.9ms TH - 7232 FLEAT— %),
ET) AR OKFS I 1 HigsHE1E 400mg TH 5.

18. ZERhEIR
18.1 fEA#RF
Z a3 FIXEMAKGE T M) 7 A F ¥ 2 IVORRE AN
AL 2 BRI ARAE L L S EEIRTE I & 2 M & 225
ILEEBLZ Lo THITWRAER Z Rt EE2ZHNT
V533
18.2 TADPAREICKHT 21/ER
T a3 FIRRBEEEIE~ Y 2 R/ F o~ B v 75 E~
AL MEEFR R U IET v b, 6Hz TADARIEY Y
AR ORRTER Y a v 7581E (7 A, v ) OG5
&w%%%@%ﬁ%Ltﬁ%%?wuﬁwf%W%Wﬂ
L7239,
18.3 M CALPARMIER
BRSNS F Y R 75y MZBWT, ¥ F) 7
TR % ) L 7299

19. BRHEHICET 2EE2IA

—fi#

Z a4 3 F (Lacosamide)

1t%5

(2R) -2-Acetamido- N-benzyl-3-methoxypropanamide

¥R

C13H1sN203




NTE
250.29
%R
HE~RECOBRKTH L.
XE )= VZETRS (L 5 =) (99.5) IZRREITR
TN KRIZRRETIIC L AT T VT EAEEIT v
BEX

HsC

HsC

21. EEREMG
Edah ) 2 7 EHETE 2 HOED b, EUNHERT 5

22. ‘@i

(ZAY I NEE50mg [7XIL])
100 %8 [10 §¢ (PTP) x10]
300 $¢ [, /3T ]

(ZaY I F$E100mg [7 X IL])
100 ¢ [10 ¢ (PTP) x10]
300 $8 [, 7]

23. FEXH

1) EAEGSEE - EEAEHERINIG < = 2 7V 351ME
RCE A T
FEIEERA, At © SR & 5. 2015 5 43 © 1307-1316
SHEIEEEBR NS BT 5 5 34 3 R 0 3E 1 Bh
RE (V2%y ME 2016 4E 7 H 4 HAGE, HiFGEREE
2.7.6.3.3)
H AR N OFRE N2 B 5 B4 BISE Y B RE AT
(B89 P FIAvay 7/8 20194 1 H 8 HAKER,
HESEORESE 2.7.2.2.2, 2.7.2.2.3, 2.7.2.3)
HPrER AR E S RER [$E 100mg]
AVE R A BT A T 29 3 ROSEYFHEIC KT
FTHEOPE (EL8y ME 201647 B 4 HAGR, HiE

GRS 2.7.6.1.1)

-
—

ko

3)

7) SRHNE A A ERAR RS rhEEA 2018 5 21  1223-1234

Q) IMIFE7 AL (Ea/Xy ME 2016 £ 7 4 HiK
. HREERME 2.7.2.2.1.1)

9) i (CasXy ME: 2016 4E 7 H 4 HAGE. HEEE R
52.7.2.3.3)

10) BEM: (Y 2%y MEE 2016 4F 7 H 4 HAGL, HWEEERHE
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11) Cawello W, et al. : Eur J Drug Metab Pharmacokinet.

2012 ; 37 : 241-248

Cawello W, et al. : Clin Pharmacokinet. 2013 ; 52 :
897-906

EHREDINT 257 T4 3 FHERE % 5RO W BhREE 12
KT THEOME (E4/8y ME 2016 £ 7 H 4 H&
B HEEEEHMYZE 2.7.6.4.4)

AME TR REIC T 2 12 BT 23 EhiE (Y a8y ME -
2016 4F- 7 H 4 BHAKRE. WEEERIEE 2.7.6.4.5)
Schaefer C, et al. :Clin Drug Investig. 2015 35:255-265
EWFAE R OMEZEDS T a4 3 FHEE R O AR IR 5B 0
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KBRS RS (A 2B )
HRII e E AL O ERR LR FL e BB (¥ 478 b
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%30)

*31)

26) HAKOHENZ B 2555580 D 75 & [k 1R
HelakEr (Ya%y Mg 2016 £ 7 H 4 HAKGE, HiEE
B 2.7.6.7.1)

H AR OSHR ENZ BUF 2 555 F8VE B R o B ke iz 5-
B (V28w ME 2016 4E 7 H 4 HKGR. HIFSEHRHN
2.76.8.1)

INBBEE R G L L7 B RIRE O 7T 1 Rt

s (Yo bS48y 7/ 201941 H

27)

28)

8 HAKFR. Wk 2.7.3.2, 2.7.6.3.1)
29) /NRBE ZIR E L 2R S E O IR O Rk 5

HEp (a8 P RIA Y0y /88201941 H 8 H
K. HEHERMEEL 2.7.6.4.1)

N OVNB RS 2 xf G & L 7z skl M S VEpE Rl R o
EBILE 77 2R RRER (Ca8y P FIA >y 7/
$E 1 2020 4 12 H 25 HARGE, HFTERMEZ 2.7.6.1.1)
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